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Experiments 1-26, Figures: 



Experiment 1, Fig. 1: 
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Day 3, no addition 


Day 3, 0-control (only +5°Q 


Low magnification, 5 x 
objective. 
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Day 3, 500 nM 4-OH-OPB 


Day 3, 1000 nM 4-OH-OPB 


Low magnification, 5 x 
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Experiment 3, Fig. 1: 



As described in left column 



Control without insulin 4^ 



Insulin 0.1 iu/ml and 
conditioned medium 




Ins.0.1 iu/ml, Mito+ and 
conditioned medium 



Ins. 0.1 iu/ml 






Ins.0.1 iu/ml and Mito+ 
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Experiment 4, Fig. 1 : 



These are the cells after 
seeding in soft agar before 
starting to grow (placed in the 
refrigerator before 
photographing). Phase contrast 
was not used here, only below 



Day 7, no addition 



Day 7, 3 pM 4-OH-OPB added 
when seeded 



Low magnification (objective 4 



Medium magnification 
(objective 1 0 x) 
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Confluence afcer 2-4 days with 10000 polyoma transformed 8HKcl3 and 4-OH-OP8 




Concentration of 4-OH-OPB. fJM 



Experiment 5 Fig 1. 



Confluence after 2-4 dayc with 3000 polyoma transformed BHKd3 end 4-OH-0P8 
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Experiment 5 Fig 2. 
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Confluence after 2-4 days with 10000 8HKcl3 and 4-OH-OPB 




Concentration of 4-OH-OPB, pM 



Experiment 5 Fig 3. 




Experiment 5 Fig 4. 
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Experiment 6, Fig. 1 : 
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Experiment 6, Fig. 2: continued: 



4-OH-OPB uM- 


Treated as indicated in 1 st column 


Untreated 


0.3 






0 
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Experiment 6, Fig 3 : 
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Experiment 6, Fig 3, continued: 
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Exoeriment 7, Fie. 1 : - . 




Sick control after 19 days 


Front/side: Large 




abdomen, pale 
external ears and tail 


NjJTj* ; '.ft* . • v " - - -7-;,'v . i'- *M 
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Healthy inoculated and treated mouse after 19 days 


Want to escape when 
roof of cage was 
removed. 
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Experiment 7, Fig. 2: 





From section 


Treated to the left, control to 
the right. Note the tumour in 
groin/iliac fossa on the 
control mouse. 
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Treated mouse with normal 
organs to the left. Control to 
the right with pale liver, 
fibrinous material under left 
diaphragm tumour in left 
groin and ascites with blood 
discolouring lower fur 
ipargms and intestines. 
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Experiment 7, Fig. 3: 



Treated to the left, control to the right 
Upper row: Lungs and hearts, all normal. 
! nd row: spleens. Subphrenic fibrinous 
material with erythrocytes and tumour cells to 
the right. 

3 rd row: Livers, kidneys. 

Bottom row: omentum with tumour material 

on untreated animal. Solid groin tumour to the 

right. Lungs, liver, kidneys from control are 

anaemic. 




Ehrlich cells from untreated control 
£^r4d^^racutoffe 



Ehrlich tumour cells from ascites 
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Experiment 8, 
No^l*, start 



l;1.26>d*; 
day 0 



Fig, 1: 



'inished day 17 



' live appearance 



Healthy, no tumour 
or ascites 




Live appearance 




2;0.42iil; day 



Healthy, no tumour 
or ascites 



mm — 




3;0.14pl; 0 



Healthy, no tumour 
or ascites. White 
spots on liver, not 
suspicious 



4;0.047^1; 
dayO 



4.5 ml ascites. Lens 
sized tumour at 
injection site, left 
abdominal wall. 



5;0;day0 



6.77 ml ascites. 
Injection site free. 



5 ^IpSH^ 




6;1.13 nl; day 
1 



3.15 ml ascites. At 
injection site circular 
branched tumour. 




7;1.09 p.1; day 
3 



Pea-size tumour at 
injection site in 
abdominal wall. 15 \x. 
ascites with typical 
cells, no blood. 




*: From a solution in DMSO with 20 mM 4-OH-OPB 
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Experiment 8, Fig. 3: 
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Experiment 9, Fig 1: 
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The lowott number of Enrlich c*rcinoma celU needed lor growth 



»= 10* r 
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10 100 1000 

jjg 4-OH-OPB/30 g mouse 



Experiment 9, Fig. 3: 




CT/NO2003/000335 
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Experiment 10, Fig. 1 



Titration ot HSVI from cuhuraj with diluted 4-OH-OPB 




Concentration of 4-OH-OPB, \iM 



Experiment lib, Fig. 1: 
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Experiment 12, Fig. 1: 
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Experiment 13, Fig. 1 : After 3 days of growth 
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Experiment 14, Fig. 2 
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Experiment 15, Fig. 1, continued: Photos on day 5 




WO 2004/055175 




CT7NO2003/000335 



34/65 



Experiment 15, Fig. 1, continued: Photos on day 5: 



Name, 
number: 


Low concentration 


High concentration 


Acetylsali 
cylic acid 
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Experiment 16, Fig, 1: Photos on day 14: 
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Experiment 16, Fig. 1, continued: Photos on day 14: 
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Experiment 16, Fig. 2: Photos on day 21: 
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Experiment 16, Fig. 2, continued: Photos on day 21: continued: 
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Experiment 16, Fig. 2, continued: Photos on day 21: 




Low concentration 
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Experiment 17, Fig. 1: Photos on day 14: 
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Experiment 17, Fig. 1. continued: Photos on day 14: 




H: Photography from dense area, L: from sparsely seeded area. 
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Experiment 17, Fig. 2: Photos on day 14, magnified: 
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H: Photography ftom dense area, L: from sparsely seeded area. 
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Experiment 17, Fig. 2, continued: Photos on day 14, magnified: 
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Experiment 17, Fig. 2, continued: Photos on day 14, magnified: 
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Mouse 1 and 2: Lens sized solid 
tumours in abdominal wall at 
injection site of Bhrlich ascites 
into peritoneum. 






Mouse 3: Lens sized solid 
tumours in abdominal wall at 
injection site of Ehrlich ascites 
into peritoneum. Mouse 4: 2 x 3 
mm tumour at same site. 







ascites respectively that contained 
Ehrlich cells. No macroscopic 
organ involvement 



its* •>-! 





Mouse 3 and 4: with 1.5 and 4 ml 
ascites respectively that contained 
Ehrlich cells. No macroscopic 
organ involvement 




Microscopic picture of ascites 
from animal 1 and 2: Typical 
Ehrlich ascites cells. 




Microscopic picture of ascites 
from animal 3 and 4: Typical 
Ehrlich ascites cells. 
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Experiment 19, Figure 1 : After 48 hour incubation. H: Dense and L sparsely seeded areas in agar 
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Experiment 19, Figure 1 continued: After 48 hour incubation. H: Dense and L sparsely 
seeded areas in agar medium. | , 
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Experiment 19, Figure 1 continued: After 48 hour incubation. H: Dense and L sparsely 
seeded areas in agar medium. 





Control after 48 hours 


Control before incubation 




Control 
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Control 
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Experiment 20, Figure 1 : H dense and L sparsely seeded areas of agar medium, 
incubation: * 



Photos after 48 hours 
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Experiment 20, Fig. 1 continued: Photos after 48 hours incubation, continued: 
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Experiment 21, Figure 1: H: dense and L sparsely seeded areas of agar medium. Photos 
after 48 hours: 
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Experiment 21, Figure 1, continued: H densely and L sparsely seeded areas of agar 
medium. Photos after 48 hours: & 
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Experiment 21, Figure 1, continued: H densely and L sparsely seeded areas of agar 



medium. Phot 


os after 48 hours: 


>• 








Control after 48 h 


Control before incubation 
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Experiment 22, Fig. 1 : Photos after 48 hours. H: Area with high cell density, L: Area with low cell 
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Experiment 22, Fig. 1, continued: Photos after 48 hours continued. H: Area with high 
cell density, L: Area with low cell density 
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Experiment 23, Figure 1 : H: Densely and L sparsely seeded areas of agar cultures. Photos after 48 
hours: ... 
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Experiment 23, Figure 1 continued: H: Densely and L sparsely seeded areas of agar cultures. Photos 
after 48 hours: , 
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are 1. H: Densely and L sparsely seeded areas of agar cultures: Photos after 48 hours: 
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Experiment 24, Figure 1 continued: H: densely and L sparsely seeded areas of agar 
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of agar cultures. Photos after 48 hours 
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0.0035 uM 
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Experiment 25, Fig. 1, continued: H: densely and L sparsely seeded areas of agar cultures. Photos after 48 
hours 
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Experiment 26, Figure 1: H: densely and L sparsely seeded areas of agar cultures. After 
24 hours incubation: 
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Experiment 26, Figure 1, continued: H: densely and L sparsely seeded areas of agar 
cultures. After 24 hours incubation: 
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Experiment 26, Figure 1, continued: H: densely and L sparsely seeded areas of agar 
cultures. After 24 hours incubation: 
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